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GRAPHICAL USER INTERFACE FOR IN- VIVO IMAGING 



FIELD OF THE INVENTION; 

The present invention relates generally to user interface software running on 
computers or computer systems. More specifically, the invention relates to user 
interface systems and methods used in examining and analyzing images. 



BACKGROUND OF THE INVENTION: 

10 In a computer application, there are numerous ways to present and manage 

user information. Graphical user interfaces (GUIs) on computer systems allow easy 
use of windows, control icons, etc. to display information to the user. The data 
displayed in a window may be of different types. Some may be graphical, such as 
icons or pictures, or textual, such as a word processing document, or a combination of 

15 both. 

When a computer interface is used for data management in a scientific 
application, the interface may include various data-specific tools and functions. To 
handle images, for example, an application might desirably present one or more 
windows for viewing the image, a tool for changing the image's appearance (e.g., 
20 sharpness), and a tool to measure features of one or more images. 

Unfortunately, the unique combination of functionality required for many 
imaging applications is not provided in a simple and easy to use computer interface. 
Specifically, available user interfaces, even those developed to handle imaging 
applications, do not provide a suite of particular image presentation and analysis tools 
25 that allow users to manipulate and measure image features with minimal navigation 
through the user interface. 

Interfaces for available applications typically require that the user first select 
or open various windows, menus, buttons, and/or tiles and then and then manipulate 
the resulting tool to implement a single operation pertinent to image analysis. 
30 Because the user may be required to perform numerous operations for a single image, 
or handle numerous images simultaneously, the available user interfaces are generally 
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very awkward or unwieldy. Obviously this compromises user efficiency and 
effectiveness in evaluating images. 

Specialized in-vivo imaging applications can present particular challenges to 
the design of an appropriate user interface. In one example, the image may include 
5 one or more representations of emissions from internal portions of a specimen 
superimposed on a photographic representation of the specimen. The photographic 
representation provides the user with a pictorial reference of the specimen. The 
luminescence representation indicates portions of the specimen where an activity of 
interest may be taking place. For example, the in-vivo data may include light 
10 emissions from specific regions of the specimen used in tracking the progression of 
tumor or a pathogen within the specimen. 

In view of the foregoing, an improved user interface for imaging applications 
would be highly beneficial. 



1 5 SUMMARY OF THE INVENTION 

The present invention addresses this need by providing a computer user 
interface having a window or other feature that provides tools allowing the user to 
quickly define a perimeter around a "region of interest" on the image and then 
measure a property of the image within the region of interest. The region of interest 

20 may be bounded by an ellipse, rectangle, or other shape selected and sized by the user. 
Preferably, both the image and the tool for generating the region of interest reside on 
the same window or other interface feature. Thus, a region of interest can be 
generated with one or two user interface actions (e.g., clicking on a button and then 
dragging a perimeter to an appropriate location on the image to specify the region of 

25 interest). The property measured within the region of interest may be an average or 
total pixel value within the region of interest. 

In accordance with one embodiment of the present invention, a computer 
system is provided with an image measurement window, which allows the user to 
perform certain operations that are particularly useful for presenting and analyzing an 
30 image. In addition to having conventional computer hardware such as a processor, 
memory, and a display, the computer system includes a graphical user interface 
having a measurement window that provides both the image itself and one or more 
tools for defining a region of interest on the image, When a user uses one of the tools 
to define a region of interest, the computer system can calculate information about a 
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portion of the image within the defined region of interest. By providing various 
frequently used features in a single window, interfaces of this invention remove the 
need to flip between alternate windows to take advantage of these features. 

Among the other features that may be provided with the image measurement 
5 window is a measurement tool. When this tool is selected, the computer system 
automatically calculates the information about the portion of the image when the user 
uses one of the tools to define the region of interest on the image. The measurement 
window may also include display controls for controlling at least one the following 
features of the displayed image: threshold, brightness, contrast, and sharpness. 

10 In a preferred embodiment, the one or more tools for defining the region of 

interest allows the user to graphically create a rectangle on the image, an ellipse on 
the image, and/or a grid on the image. At least one of these tools may be provided as 
a button which, when selected, causes a region of interest to appear on the displayed 
image. After the region of interest is created on the image, the user can move and/or 

1 5 reshape the region of interest by the action of the pointer. 

In addition, the present invention may provide a date stamped electronic 
notebook in conjunction with the image measurement window. The electronic 
notebook may display image analysis data (typically text pertaining to the image) such 
as measurement results, experimental parameters, user notes, and the like. The 
20 computer system may automatically display and date stamp image measurement 
results obtained via the user interface. 

As the amount of data generated and stored in many imaging applications may 
be excessive, the present invention also relates to computer interfaces to assist data 
management. More specifically, in accordance with one embodiment of the present 
25 invention, a computer system is provided with one or more data management 
windows, which allow the user to perform certain operations that are useful for 
browsing, presenting and analyzing previously stored imaging data. 

In another aspect of the present invention provides a user interface for 
presenting and analyzing an image including a photographic representation of an 
30 object and a luminescence representation of the object. The luminescence 
representation presents the location and magnitude of radiation emitted from the 
object. The user interface may be characterized by the following features: (1) a first 
display control permitting a user to manipulate the visual presentation of at least one 
of the luminescence representation and the photographic representation; (2) a second 
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display control permitting the user to create at least one region of interest on the 
luminescence representation; and (3) a third display control permitting the user to 
make a measurement of a portion of the luminescence representation bounded by the 
at least one region of interest. Other display controls of the user interface may include 
5 a fourth display control that permits the user to select which of the photographic 
representation and the luminescence representation is to be displayed. An optional 
fifth display control allows the user to print some portion or all of the image. 

Yet another aspect of the present invention relates to a method implemented 
on a computer system. The method includes analyzing a region of interest on an 
10 image presented on a display associated with the computer system. This includes 
defining a region of interest on the image when the user has selected a region of 
interest tool from a user interface presented on the display. Note that the region of 
interest tool and the image are concurrently displayed on the display. The method 
further includes calculating a property of the image within the region of interest. 

15 Embodiments of the present invention further relate to a computer readable 

medium including instructions for applying the above mentioned interfaces and 
methods. These and other features of the present invention will be described in more 
detail below in the detailed description of the invention and in conjunction with the 
following figures. 



4 



WO 01/37195 



PCT/USOO/31482 



BRIEF DESCRIPTION OF THE DRAWINGS 

The present invention is illustrated by way of example, and not by way of 
limitation, in the figures of the accompanying drawings and in which like reference 
numerals refer to similar elements and in which: 

5 FIG. 1 illustrates an imaging apparatus suitable for capturing photographic and 

luminescence images in accordance with one embodiment of the present invention. 

FIG. 2 is a flowchart illustrating a method of capturing photographic and 
luminescence images using the imaging apparatus of FIG. 1, for example, in 
accordance with one embodiment of the present invention. 

0 FIG. 3A is an illustration showing a graphical user interface having an overlay 

of a photographic representation and a luminescence representation of a specimen as 
well as various image manipulation, analysis and measurement tools. 

FIG. 3B illustrates an electronic notebook page suitable for storing raw data 
and non-analysis information in accordance with one embodiment of the present 
1 5 invention. 

FIGs. 3C-E illustrate the automatic storage of analysis data and measurement 
results into an electronic notebook page in accordance with another embodiment of 
the present invention. 

FIG. 3F. illustrates another example of an image control/measurement 
20 window in accordance with the present invention. 

FIG. 4 is a flowchart illustrating a method of making measurements using the 
GUI of FIG. 3 in accordance with one embodiment of the present invention. 

FIG. 5A illustrates an exemplary file structure for data management in 
accordance with one embodiment of the present invention. 

25 FIG. 5B illustrates a browser control window in accordance with one 

embodiment of the present invention. 

FIG. 5C illustrates an empty data file in accordance with a specific 
embodiment of the present invention. 
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FIG. 5D illustrates a search label name editing window in accordance with a 
specific embodiment of the present invention. 

FIG. 5E illustrates an exemplary table resulting from a search using the 
browser control window of FIG. 5B in accordance with a specific embodiment of the 
5 present invention. 

FIG. 5F illustrates a sorting priority window in accordance with a specific 
embodiment of the present invention. 

FIG. 6 A illustrates an image capture graphical user interface suitable for 
controlling the imaging apparatus of FIG. 1 in accordance with one embodiment of 
1 0 the present invention. 

FIG. 6B illustrates another image capture graphical user interface suitable for 
controlling the imaging apparatus of FIG. 1 in accordance with another embodiment 
of the present invention. 

FIGS. 7A and 7B illustrate a computer system suitable for implementing 
1 5 embodiments of the present invention. 
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DETAILED DES CRIPTION 

In the following detailed description of the present invention, numerous 
specific embodiments are set forth in order to provide a thorough understanding of the 
invention. However, as will be apparent to those skilled in the art, the present 
5 invention may be practiced without these specific details or by using alternate 
elements or processes. In other instances well known processes, procedures, 
components, and circuits have not been described in detail so as not to unnecessarily 
obscure aspects of the present invention. 

In accordance with one embodiment of the present invention, a graphical user 
10 interface (GUI) is provided which allows the user to perform numerous operations 
suitable for image analysis within a single window. This removes the need to 
navigate between alternate windows in order to perform a specific image analysis 
function. Using the GUI of this invention, the user may create and manipulate 
analysis tools and perform a wide variety of measurements on complex images (such 
15 as in-vivo images) conveniently and efficiently. In addition, the present invention 
may allow the user to store measurement results in a dated electronic notebook, 
display testing information, manipulate the image presentation and print while 
maintaining view of the image. For management of stored information corresponding 
to multiple images, one or more GUIs are provided which simplify imaging data 
20 management. 

One preferred embodiment of this invention pertains to graphical user 
interfaces for presenting and analyzing "overlay" or "composite" images including a 
photographic image on which is overlaid an "emissions" image. The photographic 
and luminescence images are taken of the same object. In one application, the object 
25 is a biological specimen. The luminescence image is taken without using light 
sources other than the object itself. Luminescence from the object is recorded as a 
function of position to produce the luminescence image. 

Fig. 1 illustrates an imaging system 10 configured to capture photographic and 
luminescence images in accordance with one embodiment of the present invention. 
30 The imaging system 10 may be used for imaging a low intensity light source, such as 
luminescence from luciferase-expressing cells, fluorescence from fluorescing 
molecules, and the like. The low intensity light source may be emitted from any of a 
variety of light-emitting samples which may include, for example, tissue culture 
plates, multi-well plates (including 96, 384, 864 and 1536 well plates), and animals or 
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plants containing light-emitting molecules, such as various mammalian subjects such 
as mice containing luciferase expressing cells. 

The imaging system 10 comprises an imaging box 12 adapted to receive a 
light- emitting sample in which low intensity light, e.g., luciferase-based 
5 luminescence, is to be detected. The imaging box 12 includes an upper housing 16 in 
which a camera lens is mounted. An intensified or a charge-coupled device (CCD) 
camera 20 is optically engaged with, and positioned above, the camera lens. The 
CCD camera 20 is capable of capturing luminescent and photographic (i.e., reflection 
based images) images of the sample within the imaging box 12. The CCD camera 20 
10 is cooled by a suitable source such as a refrigeration device 22 that cycles a cryogenic 
fluid through the CCD camera via conduits 24. A suitable refrigeration device is the 
"CRYOTIGER" compressor, which can be obtained from IGC-APD Cryogenics Inc., 
Allentown, PA. 

An image processing apparatus 26 interfaces between CCD camera 20 and a 
15 computer 28 through cables 30 and 32 respectively. The computer 28, which may be 
of any suitable type, typically comprises a main unit 36 that contains hardware 
including a processor, memory components such as random-access memory (RAM) 
and read-only memory (ROM), and disk drive components (e.g., hard drive, CD, 
floppy drive, etc.). The computer 28 also includes a display 38 and input devices such 

20 as a keyboard 40 and mouse 42. The computer 28 is in communication with various 
components in the imaging box 12 via cable 34. To provide communication and 
control for these components, the computer 28 includes suitable processing hardware 
and software configured to provide output for controlling any of the devices in the 
imaging box 12, The processing hardware and software may include an I/O card, 

25 control logic for controlling any of the components of the imaging system 10, and a 
suitable graphical user interface for the imaging system 10. The computer 28 also 
includes suitable processing hardware and software for the camera 20 such as 
additional imaging hardware, software, and image processing logic for processing 
information obtained by the camera 20. Components controlled by the computer 28 

30 may include the camera 20, the motors responsible for camera 20 focus, the motors 
responsible for position control of a platform supporting the sample, the camera lens, 
f-stop, etc. The logic in computer 28 may take the form of software, hardware or a 
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combination thereof. The computer 28 also communicates with a display 38 for 
presenting imaging information to the user. By way of example, the display 38 may 
be a monitor, which presents an image measurement graphical user interface (GUI) 
that allows the user to view imaging results and also acts an interface to control the 
5 imaging system 10, as will be discussed in further detail below, 

FIG. 2 is a flowchart illustrating a method of capturing photographic and 
luminescence images using the imaging apparatus of FIG. 1 in accordance with one 
embodiment of the present invention. A process flow 200 begins with placing the 
light-emitting sample to be imaged in the imaging device (202). The imaging system 

10 10 is then prepared for photographic capture of the light-emitting sample (204). The 
preparation may include turning on the lights in the imaging box 12, focusing the 
CCD camera 20, positioning the light-emitting sample, etc. After preparation, the 
photographic image is captured (206). In one imaging system suitable for use with 
the present invention, a 'live mode 5 is used in photographic capture of the light- 

15 emitting sample. The live mode includes a sequence of photographic images taken 
frequently enough to simulate live video. Upon completion of photographic capture, 
the photographic image data is transferred to processing apparatus 26 (208). The 
processing apparatus may manipulate and store the photographic image data as well 
as present it on the display 38. 

20 Subsequently, the imaging system 10 is prepared for capturing a luminescence 

image (210). The preparation may include turning off the lights in the imaging box 
12, for example. When ready, the CCD camera 20 captures the luminescence image. 
The luminescence image data is transferred to the processing apparatus 108 (212). 
The processing apparatus may store and manipulate the luminescence image data as 

25 well as present it on the display 38 (214). The manipulation may also include 
overlaying the luminescence image with the photographic image and illustrating the 
two images together. This overlay image may then be the basis for user analysis 
(216). 

At this point, the user now has the components of a digital overlay image 
30 stored in the processing apparatus 26 including the luminescence image and the 
photographic image. The information contained in the digital overlay image may be 
analyzed and manipulated as desired. As explained, the photographic and 
luminescence representations provided by the imaging system 10 and imaging 
interface of the present invention have a wide variety of applications. 
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In one particular embodiment, the luminescence representation indicates the 
number of times each detector pixel has received a photon over a defined length of 
time. In other words, the luminescence representation may display magnitude values 
representing the photon counts at the individual detector pixels. Regions of the object 
emitting radiation (e.g., photons) will appear in the luminescence representation. The 
luminescence images may indicate the presence of a biocompatible entity, for 
example. The entity can be a molecule, macromoloecule, cell, microorganism, a 
particle or the like. Thus, an in-vivo analysis may include detecting localization of a 
biocompatible entity in a mammalian subject. Alternatively, the information in the 
live mode may be used to track the localization of the entity over time. 



FIG. 3A illustrates one example of an image control/measurement window 
300 in accordance with this invention. The image control window 300 includes an 
image measurement window 301. Within the image measurement window 301, an 
overlay image 302 is displayed. The overlay image 302 includes a visual 

15 superposition of a photographic representation of the light-emitting sample and a 
luminescence representation of the light-emitting sample. In this example, the light- 
emitting sample comprises three mice. In another example, the light-emitting sample 
comprises a high density well plate comprising an array of wells, e.g., 24x16 and 
48x32 well plates are common, wherein each well contains a separate biological 

20 specimen. The image control window 300 is well suited for manipulating the display 
of the overlay image 302 as well as making measurements and analyzing the 
luminescence representation. 

The photographic representation provides the user with a visual frame of 
reference of the image. The luminescence representation provides photon emission 

25 data derived from the object. As mentioned, the photon emission data may represent 
the specific pixels on the CCD camera 20 that detect photons over the duration of the 
live mode image capture period. Because the imaging system 10 is typically used to 
measure the entire light-emitting sample, the data in the luminescence representation 
typically has one or more distinct luminescent portions of interest. For example, the 

30 luminescence representation illustrated includes luminescent portions 308 and 310 of 
the left mammalian sample. Alternatively, for a well plate, each portion of interest 
may correspond to a single well in the plate. 

Although the image control window 300 displays an overlay image 302 
comprised of two separate representations, most data manipulation and analysis of 
35 interest is performed on the luminescence representation. In particular, an analysis 
may include a summation of the illumination magnitudes over the pixels within a 
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portion of the luminescence representation. Note that although the discussion will 
focus on a single luminescence representation for the overlay image 302, the image 
control window 300 may include multiple luminescence representations taken at 
different times. 

5 In the illustrated embodiment, image control/measurement window 300 

includes a control panel 312. The control panel 312 includes a plurality of user 
interface control components for facilitating manipulation and analysis of information 
in the image measurement window 301. To facilitate discussion, the user interface 
control components may be grouped into functional sections within the control panel 

10 312. As illustrated, the control panel 312 includes a display function section 314, a 
create function section 316 and a measurement function section 318. Other 
arrangements, with or without a "control panel" are contemplated. The display 
function section 314 includes controls for allowing the user to manipulate the 
presentation of the photographic representation and the luminescence representation. 

15 To manipulate the presentation of the photographic representation, the display 
function section 314 includes a brightness setting 320. The brightness setting 320 is 
used for improving the user's visual perception of the photographic representation by 
allowing adjustment of the photograph's brightness. In alternative embodiments, 
other controls on a photographic image such as contrast, sharpness, and the like may 
20 be provided. 

To manipulate the presentation of the luminescence representation, the display 
function section 314 includes an upper luminescence limit 322 and a lower 
luminescence limit 324. The upper luminescence limit 322 allows the user to 
designate the maximum data value displayed in the luminescence representation. Any 
pixels within the luminescence representation having a data value (e.g., a photon 
count) at or over this upper luminescence limit 322 will be displayed with a color 
corresponding to the upper luminescence limit 322. Similarly, the lower 
luminescence limit 324 allows the user to designate the minimum data value 
displayed in the luminescence representation. Any pixels within the luminescence 
representation having a data value below this lower luminescence limit 324 will not 
be displayed. Those pixels having a data value at the lower luminescence limit will 
be displayed with a color corresponding to the lower luminescence limit. Thus, the 
upper and lower luminescence limits specify the range of pixel illumination values 
over which the full range of display colors will be vary. The upper luminescence 
limit 322 and the lower luminescence limit 324 may be useful when the user wants to 
selectively clear the image of outlying data for a particular analysis. Alternatively, the 
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lower luminescence limit 324 may be useful when the user wants to clear the image of 
noise. 

The display function section 314 also includes a global setting 326. The 
global setting 326 provides a default option for the presentation of the luminescence 
5 representation. Specifically, the global setting sets the upper luminescence limit 322 
and lower luminescence limit 324 to specified values. In a preferred embodiment, the 
upper luminescence limit 322 and lower luminescence limit 324 are set to the 'fall 
range 5 of values for the luminescence representation. In other words, the upper limit 
is set to the value of the maximum intensity measured for any pixel in the 

10 luminescence representation and the lower limit is set to the value of the minimum 
intensity measured for any pixel in the luminescence representation. Alternatively, 
another preset option may set the upper luminescence limit 322 and lower 
luminescence limit 324 to a standardized range of values for the luminescence 
representation. For example, the standardized range may set the upper luminescence 

15 limit 322 at 95% of the maximum photon count for the luminescence representation 
and the lower luminescence limit 324 at 5% of the maximum photon count. 
Alternatively, another standardized range may be based on a statistical analysis, such 
as the standard deviation, of the range of data values for the luminescence 
representation. 

20 The display function section 314 may also include binning control. Binning is 

an image processing procedure often used to account for insufficient information, e.g., 
per pixel For example, the number of pixels in each direction of the luminescence 
representation may be halved to produce a new pixel array comprising the magnitude 
of four previous pixels in a single new pixel. Binning in this manner may be useful to 

25 obtain a better signal to noise ratio for the luminescence representation, or to improve 
statistical analysis of the luminescence representation when the amount of data in the 
luminescent representation is small or otherwise better analyzed when pooled. In 
accordance with a specific embodiment of the present invention, the display function 
section 314 may include a user designated binning factor that specifies the amount of 

30 binning in each direction of the luminescence representation. Thus, for a bin factor of 
'5', the number of pixels in each direction of the luminescence representation may be 
reduced by a factor of 5 to produce a new pixel array comprising the magnitude of 25 
previous pixels in a single new pixel. 

Hardware used in many conventional imaging systems may often produce 
35 errors in the displayed images. In one embodiment, the display function section 314 
includes one or more software tools that compensate for hardware induced errors. For 
example, random points and 'spots' of abnormal activity may appear in the 
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photographic and luminescence representation as a result of interactions by cosmic 
rays and other background radiations, FIG. 3F illustrates another example of an image 
control/measurement window 400 in accordance with the present invention. To 
compensate for radiatic induced random points and spots, the image control window 
400 includes a cosmic control 402 that detects localized abnormal activity in the 
photographic and/or luminescence representation and corrects for it. In one 
embodiment, the cosmic control 402 applies a median filter to an abnormal point or 
spot and smooths the abnormality using values from neighboring points. 

Another hardware induced error often encountered is inconsistent light 
detection across the radius of conventional CCD camera lenses, e.g., detection 
becomes weaker as radius increases. This radial inconsistency significantly reduces 
imaging quality and may compromise data analysis. Correspondingly, the image 
control window 400 may include a flat field tool 404 that compensates for hardware 
induced radial inconsistency in a photographic or luminescence representation, hi one 
embodiment, the flat field tool 404 calibrates images to be displayed with calibration 
data previously obtained and stored for the camera that the representation was taken 
with. The image control window may derive and maintain calibration data for each 
camera used in conjunction with the window. For the image control window 400 as 
illustrated in FIG. 3F, the flat field tool 404 is a toggle that, when turned on, 
automatically determines whether calibration is required for an image to be displayed 
(based on recorded imaging parameters in the data file for the image) and calibrates 
the image, if necessary. When automatically applying software correction to a 
hardware induced errors using the flat field tool 404 in this manner, the user is thus 
provided a transparent solution to hardware induced errors. 

Often, it is desirable to calibrate the photographic representation and the 
luminescence representation to a blank view of the imaging box 12 without the light- 
emitting sample. The image for an blank view of the imaging box 12 without the 
light-emitting sample is often referred to as a 'dark image'. The dark image may 
indicate inherent defects in a solid state camera, which defects should be subtracted 
from images taken with the camera. For example, the dark image may show contain 
bright spots corresponding to camera pixels having a high leakage current. To allow 
correction for such defective pixels, the display function section 314 may include a 
background compensation tool 325. When a user selects the background 
compensation tool 325, the computer system alters the photographic representation 
and the luminescence representation to compensate for any information associated 
with the dark image. In one embodiment, the background compensation tool 325 is a 
toggle that toggles for automatic calibration of images. When turned on, the 

13 



WO 01/37195 



PCTYUSOO/31482 



background compensation tool 325 automatically calibrates all displayed 
photographic or luminescent images against a dark image. If a suitable dark image is 
not available, the image control window 300 may notify the user that a suitable dark 
image was not available and prompt the user to obtain one. 

5 To facilitate automatic calibration, the background compensation tool 325 

may include a table of different dark images that compensate for different cameras 
and camera imaging conditions. Dark images within the table may vary based on 
binning parameters, exposure time, camera temperature, etc. Thus, upon initiating a 
photographic or luminescent image, the image control window 300 may probe camera 

10 conditions for the image and select an appropriate dark image from the table. The 
image control window 300 may also update the dark image values in the table. Li 
imaging systems where the camera 20 is on for extended periods for example, the 
image control window 300 may periodically update the table by capturing new dark 
images when the dark image reaches a certain age (e.g., 3 days), comparing these new 

15 dark images with those stored in the table and renewing them if there has been 
substantial change. Coupled with a tool for automatic calibration for all displayed 
images, automatic dark image renewal in this manner provides a transparent image 
calibration tool that further simplifies imaging analysis. 

The create function section 316 includes controls for allowing the user to 
20 create and manipulate tools which enable simple and flexible analysis of the data 
within the image measurement window 301 . In the specific embodiment depicted, the 
create function section 316 includes a create button 326. The create button 326 
allows the user to create a region of interest (ROI) with one action on the interface. 
For example, the user simply clicks on button 326 with a pointer and a new ROI 
25 appears in the image measurement window, The ROI may be any geometric shape or 
tool for measuring and analyzing data in a portion or portions of the luminescence 
representation. To facilitate generation of ROIs, the create function section 316 
includes a pop-up menu 327. The pop-up menu 327 includes a number of ROIs 
commonly used for image analysis. For example, the create button 326 and pop-up 
30 menu 327 may allow the user to create an ellipse (circle) 328, a rectangle (square) 330 
or a grid 332. Upon creating an ROI, a label may be attached to the geometric outline 
of the ROI for user clarity. In FIG. 3 A, for example, a label 334 is attached to circle 
328. The label 334 may include label identification and user information such as 
information relating to the light-emitting sample. 



35 



To manage multiple ROIs, the create function section 316 includes a 
designation pop-up menu 335. The designation pop-up menu 335 lists and numbers 
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the ROIs as they are created. In addition, the designation pop-up menu 335 allows the 
user to re-access previously created ROIs that were previously numbered and stored. 
Typically, the ROI currently being accessed by the user is indicated to the user via 
highlights 336. The create function section 316 also includes a remove tool 337. The 
remove tool 337 allows the user to delete any or all of the ROIs stored in the 
designation pop-up menu 336. The remove tool 337 may also include a pop-up menu 
338 for convenience in deleting the ROIs. 

The image control window 300 also allows the user to manipulate the ROIs. 
Thus, after the circle 328 is dragged to its desired position, the size, shape, position 
and orientation of the circle 328 may be altered. For example, the orthogonal axis of 
the circle 328 may be altered to form an ellipse. The ellipse may then characterized 
by a major axis and a minor axis. Similarly, the dimensions of the square 330 may be 
altered to form a rectangle. The manipulation of the ROIs may further include 
rotations, expansions, etc. In one embodiment, the dragging of an ROI is done by 
clicking a pointer 344 on a portion of the circle 328. Alternatively, the reshaping of 
an ROI may be performed by clicking the pointer 344 on one of the highlights 346 
and dragging. In another embodiment, the manipulation and alterations of the ROIs 
may include keyboard input. 

While the image control window 300 only shows three ROI options, there are 
a large number of alternative ROI configurations which may be implemented. By 
way of example, the ROI options may be include a free-hand drawing option, 
polygons of five or more sides, curve drawing options, and the like. In the free-hand 
drawing option, the user marks a series of points, which then form a perimeter of a 
closed ROI. Using the created ROIs, the user may then proceed to use one or more of 
the ROIs to measure and analyze data. 

The image control window 300 may also allow the user to create and save 
custom ROIs. For example, a user may create a custom ROI that corresponds to a 
24x16 well plate using the grid 332 and suitable size, position and shape 
manipulation, The grid may be then be adapted such that each well in the 24x16 well 
plate receives one or more grid units of the grid 332. The custom grid ROI may then 
be saved with a name, e.g., '24x16 grid*. After saving, custom ROIs will appear m 
the designation pop-up menu 335 and may be repeatedly used as desired. Creating 
and saving custom ROIs in this manner removes the need for continually having to re- 
create the same ROI, which is often useful for imaging performed on the same sample 
over numerous days or other imaging scenarios requiring repetitive analysis. 
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The measurement function section 318 includes GUI controls for allowing the 
user to measure and analyze data within the image measurement window 301 . The 
illustrated measurement function section 318 includes a measure button 348. The 
measure command allows one or more functions for analysis of the data in the 
5 luminescence representation. By way of example, one function may be summation of 
all the pixel magnitudes within the perimeter of one or more of the ROIs. Another 
function may include an average of the magnitudes over the area within an ROL Yet 
another function may also be a statistical analysis of the data within one or more of 
the ROIs. 

0 To increase measurement flexibility, the measurement function section 318 

includes a measurement designation pop-up menu 350. The measurement designation 
pop-up menu 350 enables the user to specify which of the created ROIs stored in the 
designation pop-up menu 335 are to be included in a measurement. Correspondingly, 
the user may specify any or all of the previously created ROIs for a particular 

5 measurement. 

The measurement function section 318 also includes a record option 352. The 
record option 352 allows the user to store the data produced from the measure 
command 348. In one embodiment, the data is stored in an electronic notebook. The 
electronic notebook is an on-line tool which allows testing results and information to 
be stored automatically and will be described further with respect to FIG. 3B. 

The image control window 300 also includes numerous other user interface 
tools. For example, a global display tool 354 is included to allow the user to control 
which representations are displayed in the measurement window 301. More 
specifically, the user may select the overlay image 302 including the visual 
superposition of the photographic representation and the luminescence representation. 
Alternatively, using the global display tool 354, the user may select just one of the 
photographic representation and the luminescence representation. The global display 
tool 354 may also allow the user to select between numerous luminescence 
representations stored for the photographic representation. The global display tool 
354 typically has a default setting when a data file is accessed. For the image control 
window 300, the default setting is the overlay image 302 comprising the photographic 
representation and one luminescence representation. 

For the overlay image of Figure 3 A, overlying luminescent portions block out 
the underlying photographic image and thus prevent a user from viewing 
photographic details in the photographic image beneath the luminescent portions. To 
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avoid losing photographic information in this manner, the image control/measurement 
window 400 includes a blend tool 406 that allows blending of the luminescent and 
photographic images. In other words, the blend tool 406 allows the underlying 
photographic image to display details in the region of the luminescent image. The 
5 blend tool 406 may also include a blend bar 408 that allows the user to vary the 
degree of opacity for the overlying luminescent image. More specifically, the blend 
bar 408 ranges from 0, corresponding to transparency of the overlying luminescent 
image, to 1, corresponding to no blending between the two images and the 
luminescent image blocking out the photographic image, 

10 On the right side of the image control window 300 is a luminescence image 

display section 358. The luminescence image display section 358 includes a number 
of components to assist in viewing and comprehension of the luminescence 
representation. The luminescence image display section 358 includes an image 
maximum 360 and an image minimum 362. The image maximum 360 indicates the 

15 magnitude of the highest data value (photon count) for any pixel in the luminescence 
representation. The image minimum 362 indicates the magnitude of the lowest data 
value (photon count) for any pixel in the luminescence representation. The difference 
between the image maximum 360 and the image minimum 362 corresponds to the full 
range of pixel magnitudes for the luminescence representation. 

20 The luminescence image display section 358 also includes a legend maximum 

364 and legend minimum 366. The legend maximum 364 indicates the magnitude of 
the maximum data value (photon count) for the image measurement window 301. In 
other words, the legend maximum 364 corresponds to the upper luminescence limit 
322. The legend minimum 366 indicates the magnitude of the minimum data value 

25 for the image measurement window 301, similarly corresponding to the lower 
luminescence limit 324. Thus, if the full range is selected in the global setting 326, 
the legend maximum 364 and the legend minimum 366 may correspond to the image 
maximum 360 and the image minimum 362. The legend maximum 364 indicates the 
magnitude of the highest data value (photon count) in the luminescence representation 

30 that will be displayed with the highest intensity color (e.g., red). Any pixels having an 
intensity magnitude of greater than or equal to the highest data value will be given the 
highest intensity color. The legend minimum 366 indicates the magnitude of the 
lowest data value (photon count) in the luminescence representation that will be 
displayed with the lowest intensity color (e.g., blue). 

5 Included in the image display section 358 is a scale 364. The scale 364 

provides a visual mapping between a range of colors for the luminescence 
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representation and the magnitude range specified at 322 and 324. For the image 
control window 300, the scale may be represented by a gray scale and thus individual 
magnitudes correspond to shades of gray or by color and thus the magnitude indicator 
correspond to different colors. 

The image control window 300 also includes a user information section 370. 
The user information section 370 provides testing information for the overlay 302, 
which may be helpful to the user. The testing information may include, for example, 
a user ID 371, a test classification 372, a testing reference number 373, a date 374, a 
label 375 and a comments field 376. 

A print button 356 is also included and allows the user to conveniently print 
portions of the image control window 300. Typically, the print button 356 employs a 
default setting corresponding to preferred use. For the image control window 300, the 
default setting automatically prints the image measurement window 301, the 
luminescence image display section 358 and the user information section 370. 
Alternatively, the print command 356 may introduce a settings window to set the 
default print options. 

Although the present invention has been discussed primarily in the context of 
manipulating simple two-dimensional images, the analysis tools and methods of the 
present invention are also suitable for more complicated applications. By way of 
example, to compensate for different sized specimens or images at varying depths, the 
imaging system 10 may take alternate luminescence images of the light-emitting 
sample. More specifically, to overcome dependency on the depth of the image, 
different wavelengths may be used in capturing the luminescence image. 

As mentioned previously, the present invention may implement an electronic 
notebook. The electronic notebook allows the user to automatically store analysis 
data, ROI settings, measurement results and conveniently perform other useful note 
taking functions. FIG. 3B illustrates an electronic notebook page 380 in accordance 
with one embodiment of the present invention. In this case, the notebook page 380 
appears as a separate window to the side of the image control window 300. 

The electronic notebook page 380 may automatically store information 
corresponding to the overlay image 302 upon instantiation. By way of example, the 
electronic notebook page 380 may be instantiated when the user initially loads an 
image. In this case, image capture information will be entered first. Alternatively, the 
electronic notebook page 380 may be instantiated when the user creates an ROI for 
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the first time or inputs any information, which is relevant to an analysis of the 
luminescence representation. In addition, if the overlay image 302 is accessed from 
memory, the electronic notebook page 380 may be instantiated as last saved. 

In one embodiment, the electronic notebook page 380 solely contains 
5 reference information corresponding to the overlay image 302 and does not include 
analysis information and results. In this case, the electronic notebook page 380 is 
referred to as a 'raw data' page. The electronic notebook page 380 may include a 
header 382. The header contains classification information for the overlay image 302 
such as the testing reference number 373. The electronic notebook page 380 may also 
10 include a user input section 384. The user input section 384 may include, for 
example, the user ID 371, test classification 372, the label 375 and comments field 
376 corresponding to the user information section 370 of the image control window 
300. Alternatively, the user may enter information into the notebook page 380 as 
desired. 

15 The electronic notebook page 380 may also include other information used in 

characterizing data or an image. For example, a photographic image section 386 
includes information relevant to the settings used for photographic image capture 
using the imaging system 10. In addition, an luminescence image section 388 
includes information relevant to the settings used for luminescence image capture 

20 using the imaging system 10. 

For user convenience, the electronic notebook page 380 may be saved in a 
database which stores all the raw data files and corresponding image files in a 
common directory. In one embodiment, this database for raw data files is referred to 
as a 'raw data set*. More specifically, the database may be arranged such that a text 

25 file is associated with each image file in the data set. The text file may contain 
information about the image captured. By way of example, the image information 
may include the time the image was taken, the camera settings (i.e. the exposure 
length), image identification numbers, labeling information entered by the user when 
the image was taken. In addition, each photographic representation and luminescence 

30 representation may have its own file in the raw data set. 

Preferably, the file formats used in the raw data set are generic to increase 
application flexibility. By way of example, the photographic representation and 
luminescence representation may be saved in a TIFF format to allow access from a 
wide variety of software packages. Similarly, each text file may be saved as an ASCII 
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text file to allow flexible access. Thus, a raw data database may be established winch 
is generic and easily accessible as will be described in further detail below, 

In another embodiment, an electronic notebook page may contain information 
that includes analysis settings and measurement results. FIGs. 3C-E illustrate the 
5 automatic storage of analysis data and measurement results into an electronic 
notebook page 390 in accordance with another embodiment of the present invention. 
In this case, the electronic notebook page 390 is referred to as a 'analyzed data 1 page. 
In a preferred embodiment, the electronic notebook automatically stores the analysis 
data 382 obtained from the measure command 348 when the record option 352 is 
10 selected. Storing the analysis data provides the user a convenient mechanism to 
access the analysis data at a subsequent time. The analysis data may include the 
characteristic geometric information of the ROIs as well as the results of any 
measurements using the ROIs. 

FIG. 3C illustrates the electronic notebook page 390 before analysis 
15 information is entered. In this case, the header 391 includes a testing reference 398 
and file references 392. The testing reference 398 includes the analysis date m the 
first six numerical digits, the user name and may also include other testing 
information. In one embodiment, the electronic notebook page 390 automatically 
records an automatic date stamp in which an analysis was performed in the testing 
20 reference 398. The automatic date stamp may be advantageous in the future for 
verifying the date of analysis and testing. In one embodiment, the automatic date 
stamp is subsequently unalterable to further strengthen subsequent validation. The 
file references 392 refer to data files which includes the loading information of the 
photographic representation and the luminescence representation. The file references 
25 392 may also include the information relevant to the settings used for photographic 
and luminescence image capture using the imaging system 10. 

FIG. 3D illustrates the electronic notebook page 390 after an analysis using 
three ROIs 393. For each ROI, its characteristic geometric information 394 regarding 
the perimeter of the ROI is automatically stored in the electronic notebook page 390. 
30 In addition, results 395 for the measurement within each ROI 393 are automatically 
stored. Further, total measurement results 396 for all three ROIs are automatically 
stored. FIG. 3E illustrates the electronic notebook page 390 prior to exiting the image 
control window 300. 

At this point, filing information 397 may be stored prior to closing of the 
35 electronic notebook page 390 (FIG. 3E). In addition, the electronic notebook page 
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390 allows the user to make notes and input additional analysis information at any 
time. Preferably this is accomplished by simply placing the cursor/pointer at the 
desired location within the electronic notebook and typing in the notes of interest. By 
way of example, statistical information for the luminescence representation such as a 
5 number of pixels 398 in the ROIs, area sums 399 and standard deviation, etc. may be 
stored if they are not included in the automatic transfer of information from the image 
control window 300. Alternatively, luminescence representation information such as 
the image maximum 360, image minimum 362 and average data value per pixel may 
be stored in the electronic notebook page 390. Broadly speaking, the electronic 
10 notebook page 390 may store any information relevant to re-creating a measurement 
or analysis. 

In addition to the raw data set, a directory may be maintained for the electronic 
notebook page 390 and similar other analyzed data files. In one embodiment, this 
analyzed file directory is referred to as an 'analyzed data set'. Thus, two databases 

15 may be maintained: the first containing raw data and the second containing analyzed 
data. In one embodiment, the files stored in the analyzed data set will contain 
information about the photographic representation, the luminescence representation 
and the text file corresponding to the analyzed data all in one file. The file may be 
any such format which allows these pictorial and text components. By way of 

20 example, the file may be a Living Image file suitable for use with the Living Image 
Software. 

FIG. 4 is a flowchart representative of an exemplary data analysis using the 
image control window 300. A process flow 560 typically begins with accessing a data 
file (562). Accessing the data file may include opening a data file previously stored in 
25 memory. Alternatively, the data file may be accessed from an image recently 
captured by the imaging system 10, without opening a stored file. 

After the image measurement window 301 for the data file is displayed (564), 
the user may alter the photographic representation and the luminescence 
representation using any of the tools in the display function section 314 (566). By 

30 way of example, the user may alter the upper luminescence limit 322 and lower 
luminescence limit 324 to facilitate viewing clarity and comprehension of the image. 
For an initial use of an image, the user may also enter details in the user information 
section 370. In addition, the user may proceed to further alter the image display 
(568). By way of example, the user may alter the luminescence limit 322 and lower 

35 luminescence limit 324 to facilitate viewing clarity of a particular portion of the 
luminescence representation to be analyzed. 
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Upon determining which portion or portions of the luminescence 
representation are to be analyzed, the user may then create one or more ROIs (570). 
After the corresponding ROIs are generated, the user may alter the generic ROIs for a 
particular analysis (572). More specifically, the user may manipulate the position, 
5 shape and angle of rotation of one or more created RIOs. Upon completion of ROI 
manipulation, the user may then perform a measurement within one or more of the 
ROIs (574), In a preferred embodiment, the measurement involves taking a 
summation of the photon counts for each of the pixels within the perimeter of one or 
more ROIs. The results of the measurement may then be transferred to the electronic 
1 0 notebook page 390 (576). 

The user may then continue (578) to make measurements on the same or 
different portions of the luminescence representation using the image control window 
300. Correspondingly, the user may return to alter the image display for another 
measurement (568), create more ROIs (570) or manipulate the existing ROIs (574). If 

15 the user is finished with analysis on the current image, then the user may save the 
work and exit (579). It should be noted that the process flow 560 is one method of 
using the image control window 300 for analysis of the overlay image 302. 
Obviously, many of the elements of the process flow 560 may be repeated or 
performed outside of the order illustrated. By way of example, at any point the user 

20 may alter the image display to improve viewing (568), print the image control 
window 300 or make notes in the electronic notebook page 390 (578). 

After imaging a large number of samples, a user or user group may generate 
and store a library of photographic, luminescence, and digital overlay images as well 
as associated data files. For many imaging applications, the amount of data 

25 accumulated may be excessive. Correspondingly, the present invention may provide 
computer interfaces and tools to assist a user with imaging data management. In 
accordance with one aspect of the present invention, a data management system is 
provided with one or more data management windows, each allowing the user to 
perform operations that are particularly useful for browsing, presenting and analyzing 

30 imaging data. 

As imaging systems in accordance with the present invention are often 
implemented in laboratories, research sites and facilities that do not benefit from 
comprehensive information services (IS) and specialized hardware and software 
support, data management tools in accordance with one embodiment of the present 
35 invention are designed without requiring such specialized services. In contrast, 
conventional proprietary data management systems often require specialized skills 
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outside the experience of most researchers and computer users. To avoid situations 
where imaging system users must rely on specialized data management support, data 
management tools in accordance with one embodiment of the present invention allow 
researchers and users to manage large amounts of images and imaging data in a 
5 simplified manner that doesn't require specialized data management skills. 

In one embodiment, simplified imaging data management tools are 
implemented using a series of data management control windows that manage 
imaging data according to a file structure. FIG. 5A illustrates an exemplary file 
structure 400 for data management in accordance with one embodiment of the present 

10 invention. The file structure 400 is illustrated in a graphical user interface (GUI) 
environment and includes a base file 401 that comprises various graphics files 402a-e 
and data files 404a-b common to a single image or sample. Numerous base files 401 
may be grouped in an hierarchical arrangement according to date, imaging conditions, 
sample, testing specifics, etc. Grouping in this manner allows a user to customize file 

15 arrangements and higher level groups according to user preferences. For example, 
base files 401 for testing the effect of a biological chemical on several biological 
specimens over an extended period of time may be labeled by day, the days grouped 
into a parent file by specimen, and the specimen files grouped into a parent file by 
chemical test. In an environment where many users work simultaneously on the 
20 imaging system, the chemical test files may be further grouped according to user. 

To assist a user in searching through a potentially large number of stored data 
and images and finding desired information, the present invention includes browsing 
tools useful for retrieving desired information. FIG. 5B illustrates a browser control 
window 410 in accordance with one embodiment of the present invention. The 

25 browser control window 410 allows the user to specify one or more search criteria for 
obtaining a set of data files containing the search criteria. For the browser control 
window 410, the search criteria is determined by user input into one or more fields 
412a-416a designated by search label names 412b-416b. The fields 412a-416a of the 
browser control window 410 correspond to text, values or other information that may 

30 be input and stored by a user in a data file associated with an image. 

Generally speaking, the search criteria for the browser control window 410 
may correspond to any information stored in the various imaging and information data 
files in the computer 28. By way of example, the data files to be searched may 
correspond to the electronic notebook page 380 of FIG. 3B and the information may 
35 include reference information corresponding to the overlay image 302. More 
specifically, the information used in searching may include any information found in 
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the user input section 384 and photographic image section 386 of the electronic 
notebook page 380. Alternatively, the information may include the capture date of an 
image, camera specifications, camera calibration information and any information 
useful for re-capturing the image, imaging specifics such as binning parameters and 
5 exposure time, image identification numbers, labeling information entered by the user 
when the image was taken, ROI analysis information, etc. As illustrated, the browser 
control window 410 includes a Series field 412a, an Experiment field 413a, a Label 
field 414a, a Comment field 415a and an analysis Comment field 416a. In many 
cases, the information is stored in relation to a similar data label name in the data file. 
10 The browser control window 410 also includes toggles 438a-e that allow a user to 
turn off or on each of the fields 412a-416a as a criteria in a search. 

FIG. 5C illustrates an empty data file 430 in accordance with a specific 
embodiment of the present invention. The data file 430 includes one or more data 
fields 432a-432e designated by data label names 434a-434e stored in a simple text 
15 format. The data label names 434a-434e correspond to the search label names 412b- 
416b of the browser control window 410. Text, values or other information for each 
of the data fields 432a-432e may be input into the data file 430 during initial creation 
and analysis of the corresponding image or subsequent analysis and data file 430 
alteration. 

20 As the information included in data files may vary between users, the present 

invention allows users to customize the labels within the data file 430 and within the 
browser control window 410. This allows browsing, presenting and analyzing of 
image data to be customized to a user. This is often advantageous when a user 
produces a large number of user-specific images that are related in some manner, e.g., 

25 a common testing procedure for a large number of samples tested daily. 

To further improve data management, the labels within the browser control 
window 410 may be grouped into customized sets common to a large number of data 
files. The data file 430 includes three exemplary User Label Name Sets 432, 434 and 
436 used to group common label names. The User Label Name Set 434, entitled 

30 'Xenogen Oncology', includes data fields having data label names: group ID, 
experiment number, time point, animal number, cell line & number, animal model, 
comment 1, comment 2, IACUC number, animal strain, and user. For the User Label 
Name Set 434, all data files produced in the set will include information for these data 
fields. The user label named set 436, entitled 'Xenogen Infectious Disease' includes 

35 another set of data fields having data label names: group ID, experiment ID, animal 
model, animal strain, pathogen, root of infection, dose, treatment, animal number, 
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time point, comment 1, comment 2, and IACUC number. Similarly, for the User 
Label Name Set 436, all data files produced in the set will include information for 
these data fields. Referring back to the browser control window 410 of FIG. 5B, a 
Label Name Set tool 446 has a pulldown menu 447 that includes User Label Name 
5 Sets. In one embodiment, selecting a specific User Label Name Set using the 
pulldown menu 447 automatically generates search label names and fields 
corresponding to data fields and data label names used in data files of that User Label 
Name Set; thus simplifying searching within the chosen set. 

The browser control window 410 also includes a User ID tool 440 to allow a 
10 user to specify a user ID as a search criteria. The user ID tool 440 includes a 
pulldown menu 442 that contains a list of previously recorded user identifications and 
an open ID field 444 that allows a user to specify non-recorded user identification 
information. When all search criteria have been entered, the user may initiate a search 
by selecting 'done* tool 446. In one embodiment, the browser control window 410 
15 searches solely through data and text files in the file structure 400 according to a text 
or string search. 

The browser control window 410 may include other features to expedite and 
simplify data management. In one embodiment, information entered into the browser 
control window 410 is stored and re-displayed when the browser control window 410 

20 is re-started to remove the need to re-enter information common between two 
searches to expedite continual searching including similar search criteria. In another 
embodiment, each of the search label names 412b-416b may also include search 
pulldown menus 412c-416c that contains a list of previously recorded search label 
names. Recording search label names may remove the need to continually enter the 

25 same information and expedite input into the fields 412a-416a. FIG. 5D illustrates a 
search label name editing window 450 in accordance with a specific embodiment of 
the present invention. The search label name editing window 450 includes search 
label names 452 corresponding to the data label name set 'Xenogen Oncology 5 of 
FIG. 5C. For each search label name 452, the window 450 includes a standard values 

30 menu 454 that allows a user to enter and edit standard values that will appear in the 
search pulldown menus of the browser control window 410. 

FIG. 5E illustrates an exemplary table 460 resulting from a search using the 
browser control window 410. The table 460 includes columns 462 corresponding to 
the search label names that were used during the search, e.g., search label names 
35 412b-416b. Individual files 464 that included the search criteria information are 
listed as rows as illustrated. In one embodiment, the individual files 464 are listed in 
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the order that they are found. As the number of files produced by such a search may 
be excessive, the present invention may also include user assisting sorting tools. 

FIG. 5F illustrates a sorting priority window 580 in accordance with a specific 
embodiment of the present invention. The sorting priority window 580 includes three 
5 priority levels 582a-582c. Each priority level 582 includes a pulldown menu 584 that 
includes each of the search label names used in a search, e.g. search label names 
412b-416b. For the sorting priority window 580, only the first priority level 582 is 
selected and with the search label name 'Series' 412b, The search label names used 
in the pulldown menus 584a-584c are determined using a User Label Name Set 
10 pulldown 586. The sorting priority window 580 may also include additional 
conventional sorting tools such as a reverse toggle 588. 

The present invention may also include other user interface components 
outside of the image control/measurement window 300 and data management 
windows described above. By way of example, FIG. 6A illustrates an image capture 

1 5 GUI 500 suitable for controlling the imaging system 10. The image capture GUI 500 
includes an imaging mode control section 502. The imaging mode control section 
502 allows the user to designate one or multiple images to be taken. The camera GUI 
interface 500 also provides the user with interfaces to control platform selection 504, 
lights on/off 505, set light strength 506 and set the exposure duration 508. The 

20 camera GUI interface 500 may also include other functionality and tools useful in 
obtaining an image with the imaging system 10 not shown in FIG. 5. By way of 
example, the camera GUI interface 500 may also include control for manipulating the 
photon threshold for registering a pixel in the luminescence representation. 
Correspondingly, the photon threshold may be used to reduce electronic noise when 

25 capturing the luminescence representation. 

FIG. 6B illustrates a second image capture GUI 520 suitable for controlling 
the imaging apparatus of FIG. 1 in accordance with another embodiment of the 
present invention. The image capture GUI 520 includes an imaging mode control 
section 522 that allows the user to designate one or more images to be captured and 

30 control parameters associated with the images. The imaging mode control section 
522 allows the user to capture a photographic image 524 and a luminescence image 
526. For both imaging types, the image capture GUI 520 allows the user to control 
both software and hardware parameters of imaging. For example, the image capture 
GUI 520 allows the user to designate an software parameters such as a binning factor 

35 534 and to designate whether a combined photographic and luminescence image is 
represented as an overlay image using an overlay tool 536. The GUI 520 also allows 
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the user to control hardware parameters in the imaging apparatus 10 such as an 
exposure time 528 for the image, lights 540, live mode imaging 542, and an f-stop 
532 that designates the exposure time of the camera lens and a filter control 534. The 
filter control 534 includes a pulldown menus 538a and 538b that allow the user to 
5 select one of a series of filters implemented in the imaging apparatus 10. The image 
capture GUI 520 allows the user to input camera cooling control parameters such as a 
temperature 544 and display temperature conditions for the camera 20. A field of 
View (FOV) control 546 allows the user to adjust the image field of view by moving 
the sample shelf to or from the lens. A focus tool 548 allows the user to manually or 
1 0 automatically control camera 20 focus. A system status display 550 provides the user 
with continual update of the current imaging status for the imaging apparatus 10. In a 
specific embodiment, the GUI 520 is suitable for use with an 'in-vivo imaging 
system' IVIS as produced by Xenogen Corporation of Alameda, CA. 

FIGs. 7A and 7B illustrate a computer system 600 suitable for implementing 
15 embodiments of the present invention. FIG. 6A shows one possible physical form of 
the computer system. Of course, the computer system may have many physical forms 
ranging from an integrated circuit, a printed circuit board and a small handheld device 
up to a huge super computer. Computer system 600 includes a monitor 602, a display 
604, a housing 606, a disk drive 608, a keyboard 610 and a mouse 612. Disk 614 is a 
20 computer-readable medium used to transfer data to and from computer system 600. 

FIG. 6B is an example of a block diagram for computer system 600. Attached 
to system bus 620 are a wide variety of subsystems. Processor(s) 622 (also referred to 
as central processing apparatuss, or CPUs) are coupled to storage devices including 
memory 624. Memory 624 includes random access memory (RAM) and read-only 

25 memory (ROM). As is well known in the art, ROM acts to transfer data and 
instructions uni-directionally to the CPU and RAM is used typically to transfer data 
and instructions in a bi-directional manner. Both of these types of memories may 
include any suitable of the computer-readable media described below. A fixed disk 
626 is also coupled bi-directionally to CPU 622; it provides additional data storage 

30 capacity and may also include any of the computer-readable media described below. 
Fixed disk 626 may be used to store programs, data and the like and is typically a 
secondary storage medium (such as a hard disk) that is slower than primary storage. It 
will be appreciated that the information retained within fixed disk 626, may, in 
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appropriate cases, be incorporated in standard fashion as virtual memory in memory 
624. Removable disk 614 may take the form of any of the computer-readable media 
described below. 

CPU 622 is also coupled to a variety of input/output devices such as display 
5 604, keyboard 610, mouse 612 and speakers 630. In general, an input/output device 
may be any of: video displays, track balls, mice, keyboards, microphones, touch- 
sensitive displays, transducer card readers, magnetic or paper tape readers, tablets, 
styluses, voice or handwriting recognizers, biometrics readers, or other computers. 
CPU 622 optionally may be coupled to another computer or telecommunications 

10 network using network interface 640. With such a network interface, it is 
contemplated that the CPU might receive information from the network, or might 
output information to the network in the course of performing the above-described 
method steps. Furthermore, method embodiments of the present invention may 
execute solely upon CPU 622 or may execute over a network such as the Internet in 

15 conjunction with a remote CPU that shares a portion of the processing. 

In addition, embodiments of the present invention further relate to computer 
storage products with a computer-readable medium that have computer code thereon 
for performing various computer-implemented operations. The media and computer 
code may be those specially designed and constructed for the purposes of the present 

20 invention, or they may be of the kind well known and available to those having skill 
in the computer software arts. Examples of computer-readable media include, but are 
not limited to: magnetic media such as hard disks, floppy disks, and magnetic tape; 
optical media such as CD-ROMs and holographic devices; magneto-optical media 
such as floptical disks; and hardware devices that are specially configured to store and 

25 execute program code, such as application-specific integrated circuits (ASICs), 
programmable logic devices (PLDs) and ROM and RAM devices. Examples of 
computer code include machine code, such as produced by a compiler, and files 
containing higher level code that are executed by a computer using an interpreter. 

Although the present invention has been discussed primarily in the context of 
30 making measurements for the summation of photon counts within the image 
measurement window 301, the present invention is suitable for other imaging 
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applications and may be tailored correspondingly. By way of example, the present 
invention may be adapted for analysis of high detail in-vivo applications and thus may 
include zoom tools in the display function section 314. Although various details have 
been omitted for brevity's sake, obvious design alternatives may be implemented. 
Therefore, the present examples are to be considered as illustrative and not restrictive, 
and the invention is not to be limited to the details given herein, but may be modified 
within the scope of the appended claims. 
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What is claimed is: 

1. A computer system capable of displaying and analyzing an image, the 
computer system comprising: 

one or more processors; 

one or more user input devices; 

a display capable of displaying the image and associated information 
in particular ways responsive to input signals from one or more of the input devices 
and signals from one or more of the processors; and 

a graphical user interface running on one or more of the processors and 
providing, on a single display window, the image and one or more tools for defining a 
region of interest on the image, wherein when a user uses one of the tools to define a 
region of interest, the computer system can calculate information about a portion of 
the image within the defined region of interest. 

2. The computer system of claim 1, wherein the display window includes 
a measurement tool which when selected causes the computer system to automatically 
calculate the information about the portion of the image when the user uses one of the 
tools to define the region of interest on the image. 

3. The computer system of claim 1, wherein the graphical user interface 
further provides on the single display window display controls for controlling at least 
one the following features of the displayed image: threshold, brightness, contrast, and 
sharpness. 

4. The computer system of claim 1, wherein the one or more tools for 
defining the region of interest allow the user to graphically create at least one of a 
rectangle on the image, an ellipse on the image, and a grid on the image. 

5. The computer system of claim 1, wherein at least one of the one or 
more tools is a button which, when selected, causes a region of interest to appear on 
the displayed image. 

6. The computer system of claim 1, wherein the graphical user interface 
further includes a pointer displayed on the display, and wherein the region of interest 
can be moved and reshaped by action of the pointer. 
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7. A user interface for use with an imaging system, the imaging system 
including a processor and a display for presenting and analyzing an image obtained 
from the imaging system, the image comprising a photographic representation of an 
object and a luminescence representation of the object, the luminescence 
representation corresponding to the location and magnitude of electro-magnetic 
radiation emitted from the object, the user interface comprising: 

a first display control permitting a user to manipulate the visual presentation 
of the luminescence representation and the photographic representation; 

a second display control permitting the user to create at least one region of 
interest on the luminescence representation; and 

a third display control permitting the user to make a measurement of a portion 
of the luminescence representation bounded by the at least one region of interest. 



8. The user interface of claim 7 wherein none of the display controls 
block the visual presentation of the photographic representation or the luminescence 
representation. 



9. The user interface of claim 7 further including a fourth display control 
permitting the user to select which of the photographic representation and the 
luminescence representation are to be displayed. 



10, The user interface of claim 7 wherein the luminescence representation 
includes in-vivo luminescence data from at least one mammalian specimen. 



11. The user interface of claim 7 wherein the first display control permits 
the user to adjust threshold magnitudes of the luminescence data which will be 
displayed in the luminescence representation of the image. 
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12. The user interface of claim 1 1 wherein the first display control permits 
the user to set an upper threshold magnitude and an lower threshold magnitude on the 
display of luminescence representation. 

13. The user interface of claim 7 wherein the first display control includes 
a biend tool that allows the underlying photographic image to display details in the 
region of the luminescent image. 



14. The user interface of claim 13 wherein the blend tool comprises a 
blend bar that allows the user to vary the degree of opacity for the luminescent image. 



15. The user interface of claim 7 wherein the first display control 
comprises binning control 



16. The user interface of claim 7 further comprising a tool that 
compensates for hardware induced errors in the imaging system. 



17. The user interface of claim 7 wherein the luminescence representation 
comprises photon counts for each pixel in the image. 



18. The user interface of claim 7 wherein the luminescent emissions data 
includes data obtained from using a live mode, 



19. The user interface of claim 7 further including a fifth display control 
permitting the user to print all or a portion of the image. 



20. The user interface of claim 7 wherein the at least one region of interest 
includes one of an ellipse, a rectangle or a grid. 
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21. The user interface of claim 7 wherein the user interface permits the 
user to manipulate the size and position of at least one region of interest and create a 
custom region of interest. 



22. The user interface of claim 17 wherein the user interface permits the 
user to save the custom region of interest. 



23. The user interface of claim 7 further including an electronic notebook 
space displaying text information pertaining to the image. 



24. The user interface of claim 23 wherein the electronic notebook page 
automatically stores information corresponding to the photographic representation 
and the luminescence representation. 



25. The user interface of claim 23 wherein the electronic notebook page 
automatically stores measurement information generated via the third display control. 



26. The user interface of claim 25 wherein the electronic notebook page 
automatically date stamps the measurement information. 



27. The user interface of claim 25 wherein the electronic notebook page is 
stored in a analysis directory. 



28, The user interface of claim 7 further comprising a background 
compensation tool that calibrates a photographic or luminescent image with a dark 
image. 
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29. The user interface of claim 28 wherein the background compensation 
tool automatically calibrates a photographic or luminescent image. 



30. In a computer system, an electronic notebook for displaying data in 
conjunction with a user interface, the electronic notebook comprising: 

a displayed space for recording image analysis data; and 

a displayed date stamp applied to the electronic notebook when the image 
analysis data is accessed or manipulated, wherein the displayed date stamp indicates 
when the data was recorded. 



31. The electronic notebook of claim 30 wherein the data is obtained via 
an in-vivo imaging application. 



32. The electronic notebook of claim 30 wherein the electronic notebook is 
created when an image for the in-vivo imaging application is acquired. 

33. The electronic notebook of claim 30 wherein the electronic notebook 
automatically stores measurement information obtained from the image analysis. 

34. The electronic notebook of claim 30 wherein the electronic notebook is 
stored as a text file in a base file, the base file comprising graphics files and data files 
common to a single image. 



35. The electronic notebook of claim 30 further comprising data label 
names that correspond to search label names included in a graphical user interface 
browser. 
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36. A method implemented on a computer system, the method analyzing a 
region of interest on an image presented on a display associated with the computer 
system, the method comprising: 

defining a region of interest on the image by selecting a region of interest tool 
from a user interface presented on the display, such that the region of interest tool and 
the image are concurrently displayed on the display; and 

calculating a property of the image within the region of interest. 



37. The method of claim 36, wherein defining a region of interest 
comprises at least one of positioning and reshaping, in response to a user input, the 
region of interest on the image to define boundaries within which the property is 
calculated. 



38. The method of claim 36, wherein the region of interest is provided as 
at least one of a polygon, an ellipse, and a grid. 



39. The method of claim 36, further comprising adjusting, in response to a 
user input, at least one of the brightness, sharpness, and contrast of the image. 



40. The method of claim 36, further comprising displaying an electronic 
notebook on the display concurrently with the region of interest tool and the image, 
wherein the calculated property of the image within the region of interest is displayed 
in the electronic notebook. 



41. The method of claim 40, further comprising displaying in said 
electronic notebook details about an experiment or imaged object. 
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42. The method of claim 40, further comprising date stamping information 
appearing in the electronic notebook when said information is added to the electronic 
notebook. 

43. The method of claim 40, further comprising displaying in said 
electronic notebook user notes about an experiment or imaged object. 



44. A computer program product comprising a computer readable medium 
and program instructions provided via the computer readable medium, the program 
instructions comprising instructions for analyzing a region of interest on an image 
presented on a display associated with the computer system, the instructions 
specifying: 

defining a region of interest on the image by selecting a region of interest tool 
from a user interface presented on the display, such that the region of interest tool and 
the image are concurrently displayed on the display; and 

calculating a property of the image within the region of interest. 



45. The computer program product of claim 44, wherein instructions for 
defining a region of interest comprises instructions for at least one of positioning and 
reshaping, in response to a user input, the region of interest on the image to define 
boundaries within which the property is calculated. 



46. The computer program product of claim 44, further comprising 
instructions for displaying an electronic notebook on the display concurrently with the 
region of interest tool and the image, wherein the calculated property of the image 
within the region of interest is displayed in the electronic notebook. 
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I* **ClickNumber : dj 19990 82 0114536 
Clicklnf oType : RawData 

***User Input 
User Id: dj 
Series : 
Experiment ; 
Label: Darlene023 
Comment: 

L 376 

***photographic image: Darlene02391112dl4 _photo.TIF 

Acquisition Date: Friday, August 20, 1999 

Acquisition Time: 11 :45:36 

Acquisition Seconds: 3017994336 

Pixel Width: 2 

Pixel Height: 2 

Image Units: 

Base Name: Darlene023 91112dl4 

Igor Wave Note: Image Type=photographic ; Acquisition 
Date=Friday 

***luminescent image : 
Darlene023 91112dl4ill_lumin.TIF 
Acquisition Date: Friday, August 20 , 1999 
Acquisition Time: 11:45:55 
Acquisition Seconds: 3017994355 
Pixel Width: 10 
Pixel Height: 10 
Image Units : 

Base Name: Darlene023 91112dl4ill 

Igor Wave Note: Image Type=luminescent ; Acquis! t ion 
Date=Friday 



'General Acquisition Settings 



Fig.3B 



WO 01/37195 



PO7US00/31482 




WO 01/37195 



PCT/USOO/31482 



6/18 




WO 01/37195 



PCT/USOO/31482 



7/18 




WO 01/37195 



PCT/US00/31482 



8/18 



400, 



402 



404 



4 °6 408 



□ 



IAN1200Q04201 03526 



TujT) Max Bar 1 2000 ijg | create j [Measure) (Remove) 



(Auto) Mln Bar LZDD j|g [fT] (Airy) \m[J 



Bright UM® Garn ™ H I fg] (Circle $ | q Hj3t | Pr i nt j 




sa 




ClickNumber: ANI20000420103526 
Acq Date: Thu, Apr 20, 2000 
Acq Time: 1 0:35:28, 5 min. 
Bin: 2 

Camera: IV1S 6, LN1500EB 



Series: PC3M-C6, Grp 1 , Vehicle 
Experiment: 049 DO 
Label: 1 ,2 dor 

Comment: IVIS 5, 5 MIN, 2B, LEV B 
Analysis Comment: IViS 5, 5 MIN, 2B, 



LEV B 



FIG. 3F 



WO 01/37195 



PCT/USOO/31482 



9/18 




start 




I 



562 



574 



access data file 



I 



564 



make a measurement after 
receiving measure 
instructios 



display image 
measurement window 



I 



566 



I 



576 



write results of 
measurement in notebook 



receive settings for image 
display 



YES 



I 



568 



alter image display for a 
measurement, if necessary 



I 



create one or more ROI's 



570 




continue? 




578 



I 



NO 



579 



process final operation 




done 




manipulate one or more 
ROI's 



572 



\ 



560 



FIG. 4 



WO 01/37195 PCT7US00/31482 

10/18 




03 03 JD _Q O ~D CD 
^rfCNJTj-CNJCMCNCM 
^OOOOOOO 

tj- ^ tj- 



WO 01/37195 



PCT7USO0/31482 



11/18 



CO 
CO 

CO 





o 


73 


CD 


CO 


CO 


CO 


CO 


CO 


co 


CO 


CO 











CO 
C\J 



CO 
CO 



CO 






\ 




CD 




> 




LU 




— 1 




CD 




OJ 












LO 


1— 




o 




-a 


LO 


CM 


CO 




> 







CD 


a 


rz 




CD 


CD 


La 


E 


E 




E 


E 




o 


o 


\ 


O 


O 






CO 






CO 




\ 


>^ 






"cO 












<: 



I 



CD 
C 

o 
Q 



CD 

a 
cz 

CO 

a 



CO 



B Q Q B Q 



WO 01/37195 



PCTYUS00/31482 



12/18 



430 ■ 



□ 



lUserLabelNames.txt 



a: 



Hug J ' * 1 | 1 ' 1 ' ' 1 * 2 ■ ■ * ' ' ■ * 3 * ■ 

*■ User Label Names file: Xenogen vl.O 

* Last modified September 18, 2000 

* By: MC 

Living Image Version: 2.10g 



*** User Label Name Set: 
Series: 

- Experiment: 

- Label: 

- Comment: 
-Analysis Comment: 

*** User Label Name Set: 

Group ID: 

Expt Number: 

Time Point: 

Animal Number: 

Cei I Line & Number: 

Animal Model: 

Comment 1 : 

Comment2: 

IACUC Number: 

Animal Strain: 

User: 

*** User Label Name Set: 

Sroup ID: 

Expt ID:. 

Animal Model: 

Animal Strain: 

Pathogen: 

Route of Infection; 

Dose: 

Treatment: 
Animal Number: 
Time Point: 
Comment!: 
Comment2: 
IACUC Number: 
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